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Ufeo B«fc#i£fc.k »> PPAR aXtfr«ttfl3flU3fcH-r U # > K 

.£2 5i3*B©t8K:> *%Bj|4b£«r <IHM!1~'6) fc*L- 1 6 5 0 4 1 fcHfc-* 

iBSBO^fBHJHb^^tco^T&s P PAR aS^rtS^b^ffi CJt^ PPA 

ED<g|2 6mm<DmK.*WMto'£® (nmWI- 63?) ttL- 1 6 5 0 4 1 
fcib^, ^ln^l^^X{i^nw±©PPAR<y?smbftfflS^U^ £fc*S8HJ§*b 
(SMS087- 1 2«) CO^T^ PP AR aX.lfirm&ftftmKli£^ P 

*^^2 7e«©«Ri*»ijijjh^« interns- 1-8-4) «±l - 1 6 5 0 

4 1 £it^ cni:llI^xa:^tiW±cDPP ARdtStt-fb^ffi^^bfeo 
lot, *$8BJ§GD-flS:5$; (I) gnfePP ARdjgfift 

zztfrt,, OLm&Tm. amfiTau mm. ^>kp~ax, 

8ftS$£J&s 5S^> dtJfiittgSJiu B#>s JL#A^ mMX>, *MX>. W 

mtf>m(om&mm* 7juy/\<c7-m*- &&&mm* ^nmm (Mano h 

. et. Al. , (2000) J. Biol. Chem. , 27 5:8126- 
8 132) s K^^Bfijffi, 19 W h o 7 4 -g©^l35v <fcS^fcfc?S& 

«fc o Tfe#-T 5 Z £ ifiX' £ 5, 
8k *r-b;i/^J, MfflU ^S?T^FU. £M*©*Jgfc«jgr*-*£fc* , -e**. 
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zLtit><Dmm&&, a*4>K**k i&mm. &gm. mnm. ^sim* 

-*2r;i^>*A (CMC-Ca) TOJfcttl^ ^r7'J>KT^ 

C) , *'J e^;i/lTP U h*> (PVP) fc£r#3M:f£tt5o 

0. lmg-lOOmg, 3gP«!#-ei B lmg~2 0 0 OmgtifcS^ 

2- F4- r 3 - r 2 - (2-^PP7i-jl/) -5->fV7Prjl/-4-t^ 
a^ZJIik] T'P^^-M Z-£jEik^L=£±J ~ 2 5^1/ :/p 

(1) 4- [3- [2- ( 2 - * p p 7 x - 5 - >f V7 , D^;u-4-t + 
*^UfeTHF (5mL) t: 6 0 %fcf&fc1- h U £ A (40mg, 1. 00mm 

o l) fciraitfeo «^i2- C (4-«"c>$>/io**s/) ^>Va] 

(3 0 0mg, 1. OOmmol) OTHF (5mL)S»*3 0#fffl-?»Tl/ 
fco ^MfcHL3 0#»#bfc&s 4-3-hVf;i/-5-fvrD^V-2- 

(2-^dd7i^) (3 6 2mg, 1. 0 0mmol)£iD* 

feo ^5H3?a^TtCT 2 0«fF^ilD^31«lbfe^ fltSlfec THFSiES 
5&U gftSKifMg (3. OmL) (0. 8mL) £fln* 5 ^BgiQ^««[ 
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I^Mi^Mi (2 3 0mg) tisXntco (1R¥6 5%) 
1H-NMR (CDClj, 4 0 0MHz) 

6 : 

1. 32 (d, 6H, J = 7Hz) , 

2. 9 6 (t , 2H, J = 7 H z ) , 

3. 15-3. 30 (m, 1H) , 
3. 27 (t, 2H, J = 7Hz) , 

6. 78 (d, 2H, J = 8Hz) , 

7. 1-7. 2 (br, 1H) , 

7 . 3 - 7 . 4 (m, 2 H) , 

7 . 4 5 - 7. 5 0 (m, 1 H) , 
7. 7 9 (d, 2H, J = 8 H z) 
7 . 9 0- 7. 9 5 (m, 1 H) 

(2) 2 - [4- [3 - [2 - (2-^nn7i-^) -5-^V7d^-4 
-*#-9-VU^] 7nt^--;b] 7i-W#'>] - 2-^Wd tTS|->K^ 

±IB ( 1 ) ^m^ntzy ;Wb-&^ ( 2 2 Omg, O. 5 9mmol)s 

2-7D ; e-2-^f^/D^t>^f^ (3 4 8mg, 1. 78mmol) 
s x )tJh (2 4 6mg) 1 . 7 8mmo 1) (5m 

-&1»**fiiStt«J (2 3 Omg) kttffeo (lR^8 1%) 
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1H-NMR (CDC 1 3, 4 0 0MHz) 

6 : 

1. 2 0 (t , 3H, J = 7Hz) , 

1. 30 (d, 6 H, J = 7Hz) , 
1 . 6 4 (s, 6 H) , 

2. 9 6 (t , 2H, J = 7Hz) , 
3 . 10-3. 25 (m, 1H) , 

3. 34 (t, 2H, J = 7 H z) , 

4. 2 1 (q, 2 H, J = 7 H z) , 

6. 8 1 (d, 2 H, J = 8 H z ) , 

7 . 3 - 7 . 4 (m, 2 H) , 

7 . 4 5 - 7. 5 0 (m, 1 H) , 
7. 9 1 (d, 2H, J = 8Hz) , 
7 . 9 0 - 7. 9 5 (m, 1 H) 

(3) 2- [4- [3- [2- (2-^PD7iz;i/) - 5 - W V 7 □ tf;i/- 4 

±IB (2) Tfl?)tifexXr;i/# (2 2 0mg, 0. 4 5 mm o 1 ) %^<? J — 
;b-7k (6mL-3mL) (DU^mM Tk&tf: U A-*#tJ#> 

(4 0m g ) ^sn^feo ^®tc-r2 ommm&®, ftmrnztux. 

*T!fc5«®<bl^£150iig*§fc<> (IR*7 2%) 
1 H — NM R (CDC 1,, 4 0 0MHz) 
6 : 

1. 31 (d, 6H, J = 7Hz) , 
1 . 6 5 (s , 6 H) , 

2. 96 (t, 2H, J = 7Hz) , 



52 



WO 02/14291 PCT/JP01/06836 

3. 15-3. 30 (m, 1 H) , 
3. 2 8 (t, 2H, J = 7Hz) , 

6. 8 8 (d, 2H, J = 8Hz) , 

7. 3-7. 4 (m, 2H) , 

7. '4 5-7. 5 0 (m, 1H) , 
7. 8 3 (d, 2 H, J = 8 H z) , 
7, 9-7. 9 5 (m, 1H) 

mmm2 

2- [4- T3- [ 2 - (4-^PP7 - 5 -:Tp 4 -***i^J 

(1) 4- (3- (2- (4-i'PP7j-;v) - 5 -7"Dlf;V-4 -*=*"9-^ 
J»6 7% 

'H-NMR (CDC 1,, 4 0.0 MHz) 
6 : 

0 . 9 9 ( t , 3 H , J = 7 H z ) , 

1. 6 5 - 1. 8 0 (m, 2H) , 

2. 72 (t, 2H, J = 7 H z ) , 

2. 91 (t, 2H, J = 7Hz) 

3. 2 8 (t, 2H, J = 7Hz) , 
6. 7 0 (b r s , 1 H) , 

6. 8 1 (d, 2H, J = 8Hz) , 

7. 39 (d, 2 H , J = 8Hz) , 
7. 8 1(d,2H, J = 8Hz), 



53 



WO 02/14291 

7. 90 (d, 2 H, J = 8Hz) 



PCT/JPO 1/06836 



(2) 2- [4- [3- [2- (4-^DD7ir;p) - 5 - 4 
iR^5 9 % 

'H-NMR (CDC 1 3 , 4 0 0MHz) 



6 : 
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PCT/JPO 1/06836 



'H-NMR (CDClj, 4 0 0MHz) 

6 : 

0. 98 (t, 3H, J = 7Hz) , 

1 . 6 8 ( s , 6 H) , 

1 . 7 0 - 1. 8 0 (m, 2 H) , 

2. 7 0 ( t , 2 H , J = 7 H a ) , 
2.9 1(t,2H,J = 7Hz) 

3. 24 (t, 2H, J = 7 H z) , 
6. 8 9 (d, 2 H, J = 9 H z ) , 

7 . 3 9 (d, 2 H, J = 8 H z) , 
7.8 9 (d, 2H, J = 8Hz) , 
7.89(d,2H,J = 9Hz) 

2 - [4 - r 3 - [2 - (2-^PP7i-;P) -5->fV7'P^-4-^» 

(1) 2 - [4 - [3 - [2 - 7x-^) - 5 -< yroK*-4 

-**V S J Vfr] ( 1 - t b*p4r W 5. y ) 7u\Z)\,~\ 7 3i-;t/ -2- 

2- [4- [3- [2- (2 - ^D07i-iV) - yrn^-4 

(60mg, 0. 1 2 4mmo 1) > b K n ^r^;i/7' ^ >i&&te (2 6mg, 0 
.3 7 2mmo 1 ) ftKUS?> (2mL) (3mL) ^ 2 OBSfia 
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(IR*7 4%) 



1 H — NMR {CDClj, 4 0 0MHz) 

6 : 

1. 20 (t, 3 H, J= 7H z) , 

1. 22 (d, 6H, J=7Hz) , 

1 . 5 8 (s , 6 H) , 

2. 86 (t, 2H, J=7Hz) , 

2 . 9 5 - 3 . 0 5 (m, 1 H) , 

3 . 13 (t , 2 H, J= 7 H z) , 
4.19 (q, 2H, J=7Hz) , 

6. 7 8 (d, 2 H, J=9Hz) , 

7 . 3 0 - 7 . 4 0 (m, 2 H) , 

7 . 4 0-7. 5 0 (m, 1 H) , 
7. 53 (d, 2 H, J=9Hz) , 
7 . 9 5 - 8. 0 0 (m, 1 H) 

(2) 2- [4- [3- [2- (2-^DD7i-;i-) - 5 --f V7D 4 
(l-tKD#W5;) 7 i -;i/3|-^ri/] -2- 

IfBCt^J/Allif (4 0mg, 0. 08mmol) *x^y-;i/-* (2m 
L - 1 mL) ©S^^tc^SP^-frfe^, *&4b»;^.>A-**n«3 ( 1 Omg) 

®%3 5mg^fc 0 
(Jfc*9 2%) 
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1 H — NMR (CDCI3, 4 0 0MHz) 
<5 : 

1.22(d, 6H,J = 7Hz), 

1 . 6 0 ( s , 6 H) , 

2. 8 8(t,2H, J = 7Hz), 

2 . 9 5- 3. 0 5 (m, 1 H) , 

3. 14 (t, 2 H, J = 7 H z) , 
6 . 8 2 ( d , 2 H , J = 9 H z ) , 
7 . 2 5- 7. 4 0 (m, 2 H) , 
7. 4 1 (d, 2H, J = 9Hz) 

7 . 4 5 - 7. 5 0 (m, 1 H) , 
7. 8 5- 7. 9 0 (m, 1H) 

2- [ 4 - [3- T2 - (2-^DP7i-;i/) -5-^vrD^;i/-4-^^r 
' ■»VHJ;H -l-bh , P^r->7'P^] 7:n-;i/*-=fr->] - 2 - * f;i/7P 

(1) 4- [3- [2- (2-^DD7x-;i/) -5-fV7D^-4-t+ 
U-vf U - 1 - b H d =*- ^> t:;i/] 7 x j -jv 

7km<b V+tfl* 7)1/ ^-^A(25mg, 0. 6 5 9 mm o 1 ) £ T H F ( 5 
mL) izmmZitfcm, Wtt4- [3- [ 2 - (2-^DD7x^) - 
5 V/D 4 -*3rif x ./ U;i/] zrvV*-)U] 7i;-Jl/ (2 4 0mg 

, 0. 6 5mmol) £ 3 #B3T-«Sao bfco *#TT- 1 H^iStf LfeSK Mfcg 

£fiSStfi$#^T-fc€>*PJitf;i§r^£2 2 OmgfL (JR^ 9 1%) 
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1H-NMR (CDC1 3, 4 0 0MHz) 

6 : 

1. 30 (d, 3H, J = 7Hz) , 

1. 31 (d, 3 H, J = 7Hz) , 

2 . 0-2. 1 (m, 2 H) , 

2 . 6-2. 8 (m, 2 H) , 

3 . 0 0 - 3 . 1 5 (m, 1 H, ) , 

3. 9-4. 0 (br, 1H) , 

4. 7 7 (t, 1H, J = 6Hz) , 

5. 6-5. 7 (br, 1 H) , 

6. 76 (2 H, d, J = 8Hz) , 

7. 23 (2H, d, J = 8Hz) , 
7 . 3 0 -7. 4 0 (m, 2 H) , 

7 . 4 5 -7. 5 0 (m, 1 H) , 
7 . 9 5-8. 0 (m, 1 H) 



(2) 2 - [4- [3 - [2 - y 3L~)l) - 5 - 4 V 7d bT;i/- 4 



±MZ<D7 — ;Wb-£#> (110ms. 0. 296 mmo 1 ) . 2-^0^- 
2-p^;i/:rDtf*->&j:?-;i/ (173ms, 0. 88 7 mmo 1) N >j 
£A ( 1 2 2ms, 0. 88 7 mmo 1) =5-)\,x. s f-)\,>T b> ( 3mL) CI 

2 oBtMififcig^bfco Mu\zmvtz&^ mfc*?- 

F^7^- (^*tf ^Jl'* 5/1) -e88!L2 - [4- [3- [2 

- (2-^dd7i-/1/) - 5--f v:7*D^;i/- 4 — 1 — t F 

tt» (1 2 5mg) tbTHfec (11**87%) 
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Z.<07V V>*>mmm<£ (80mg, 0. 1 6mmo 1) *^^-/-;p-tK 

(2mL-imL) com^m^mm^^tcm, Tkmibvrt* mm® (1 o 

(JR^7 3%) 

'H-NMR (CDC 1,, 4 0 0MHz) 

1. 29 (d, 3 H, J = 7Hz) , 

1 . 3 1 (d, 3 H, J = 7 H z) , 

1. 54 (s, 6H) , 

2 . 0 - 2 . 2 (m, 2 H) , 

2 . 6 9 (t, 2 H, J = 7 H z) , 

2 . 9 5-3. 1 5 (m, 1 H) , 
4. 78 (t, 1 H, J = 7 H z ) , 

6. 86 (d, 2H, J = 8Hz) , 

7. 25 ( d , 2H, J = 8Hz) , 
7 . 3 - 7 . 4 (m, 2 H) , 

7. 4 5 - 7. 5 0 (m, 1 H) , 
7. 9 0 — 7. 95 (m, 1 H) 

2- f4- C 3 - [2- (2-^DD7xr;p) -5--fV7 , De;i/-4-t^r 

(1) 4- [3- [2- (2-^Pn7x^) -5-'fV7'Dt;i/-4-t* 
■9- 'J ;v ] 7* d ^ ^ )V ] 7 x. j — ))/ 
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4- [3- [2- (2~^PD7i-Jl/) -5-^V7Dli;i/-4-^*if\; 
- 1 -k K n^^>7D k;w] 7x^ — (HOmg, 0 29 6mmo 
1) , h;i^>*;U:*>&— TkfD^f ( 1 7mg, 0. 0 9 2mmol)£h 
/H> (2mL) 4»T2 ONfKSD^«mUfeo M*4©ii3&£arB&s 

-f- (^*tf->/#&^;i,= 5/l) 7?»«{U±ffi©«ja^«»*efe«S ( 
3 Omg) £ ITfffc, 
(Jfc*2 8%) 

'H-NMR (CDC 1,, 400MHz) 

<5 : 

1. 34 (d, 6H, J = 7 H z) , 

3 . 10-3. 20 (m, 1 H) , 

3. 4 5 (d, 2 H, J = 6 H z) , 

6. 15 (dt, 1H, J = 6, 16Hz), 

6. 3 4 (d, 1 H, J = 1 6 H z) , 

6 . 3 6 ( s , 1H) , 

6. 7 0 (d, 2 H, J = 8H z) , 
7.0 9 (d, 2H, J = 8Hz) , 
7.3-7.4 (m, 2H) , 

7. 4-7. 5 (m, 1 H) , 

7. 9 5-8. 0 0 (m, 1 H) .• 

(2) 2- [4- [3- [2- 7 i — JV ) - 5 ->f V7*P k;i/- 4 

_tj&©:7 — Kmmfc ( 3 0 mg, 0. 0 8 4mmol)> 2-^n^-2 
-/^7DW>8if;i/ ( 5 Omg, 0 . 2 5 4mmo 1) > &tWL* £A 
(35mg, 0. 2 5 4mmol) *;i^9-j\,tr h > (3mL) 
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(^^^>/»^^-;i/= 5/1) T?»«b±fB©«Sfc-£«3£aR6$i# 
(2 8mg) tL-cmtzo 
(IR^7 0%) 

'H-NMR (CDC1 3) 4 0 0MHz) 



u . 








1 

1 . 


9 4 


l + ^ W T — 


( XI Z J 3 


1 

1 • 


o z 


\ CI , D £1 > O — 


» nz; , 


1 

1 • 


O *t 


V S , D ti ; , 




3 . 


0 5 


- 3 . 15 (m, 


1 H) , 


3. 


4 7 


(dd, 2 H , J 


= 1 , 6H z) , 


4 . 


2 2 


(q, 2H, J = 


7 H z) , 


6 . 


1 5 


(d t , 1 H, J 


= 6 , 1 6 H z ) , 


6 . 


3 4 


(dd, IH, J 


= 1 , 1 6 H z ) , 


6 . 


7 7 


(d, 2H, J = 


8 H z) , 


7 . 


2 3 


(d, 2H, J = 


8 H z) , 


7 . 


3 0 


-7.40 (m, 


2H) , 


7 . 


4 5 


- 7 . 5 0 (m, 


IH) , 


7 . 


9 5 


- 8 . 0 0 (m, 


1 H) . 


3) 


2 - 


[4- [3- [2 


- (2-i?DD7a 



IfBornKtVlJiifr (2 5mg, 0. 0 5 3mmol) 4i^7-^- 
*(2mL-lmL) ©*I^}gg|K:^8?£-8-fcgK 7jc^<b U ^£ A-zMP4&> (6 

mg) zmztco muizT2 o\%mmn&s ^mm^m^^m 
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zmmit-at®* 1 smgntco (jr^6 3%) 

•H-NMR (CDCl,, 4 0 0MHz) 
6 : 

1 . 3 3 (d, 6H, J= 7 H z) , 

1 . 5 7 (s, 6 H) , 

3. 0 5 -3. 2 0 (m, 1 H) , 

3. 48 (d d, 2 H, J= 1 , 6Hz), 

6 . 2 0 - 6. 3 0 (m, 1H), 

6. 42 (dd, 1H, J= 1, 16Hz) , 

6. 8 6 (d, 2 H, J = 8 H z) , 
7.2 2 (d, 2H, J = 8Hz) , 

7 . 3 0 - 7 . 4 0 (m, 2 H) , 

7. 45-7. 50 (m, 1H) , 
7. 9 5 - 8. 0 0 (m, 1 H) . 

MMm 6 

2- [4- [ 3 - f 2 - (2-^PD7i-;i/) -5-^V7'P^-4-^# 
»VUJIJ Zg_g2k] 7ir;t/t^r->] -2-^^;i/7-Pb:^->Bg 

2- [4- [3- [2- (2-^DD7 i - 5 V 7*D tf;i/- 4 

xf;i/ (4 0mg, 0. 0 8 5mmol) 0x^y-;i/ (8mL) ISC, 10 

%pt-c (8m g ) fcin*.fc«u *mmm%T icxsmmmnvtco 
*j» (6mg) ssn^. 2 oi^s*#bfeo 5*6**fc**u #£&£»p**jm 

777^- (^*-9->/BE&^^=5/l) T-*S«*b±tS©#Jg|b-&f&r£*&€i 
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i&ftW (1 7mg) tUtifcc 
(2X«1R^4 5%) 



PCT/JPOl/06836 



'H-NMR (CDC 1 3 , 4 0 0MHz) 
6 : 



1 . 


2 9 


(d, 


6H, J = 


7 H z) , 


1 . 


5 6 


( s , 


6H) , 




1 • 


o D 


n 


u o ini) 


O XT \ 

& n ) , 


2 . 


5 6 


(t, 


2H, J = 


7H z) , 


2 . 


6 5 


(t , 


2H, J = 


7Hz) , 


2 . 


9 5 


-3. 


1 0 (m, 


1H) , 


6 . 


8 7 


(d, 


2H, J = 


8 Hz) , 


7 . 


1 1 


(d, 


2H, J = 


8 H z ) , 


7 . 


3 0 


- 7 . 


4 0 (m, 


2H) , 


7 . 


4 5 


- 7 . 


5 0 (m, 


1 H) , 


7 . 


9 0 


- 7 . 


9 5 (m, 


1 H) . 



(7-1) 

2 - r 4 - T2- (2-^PD7x-;i/) - 5 -^f vra br;i/- 4 -^-^rlfvr 

mp 120-121 °C 
'H-NMR (GDC 1,, 4 0 0MHz) 

1. 34 ( 6 H , d , J = 7Hz) , 
1. 65 (6H, s) , 
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3. 41 (1H, qq, J=7Hz, 7Hz), 

4. 53 (2H, d, J = 6Hz) , 
6.8 9 (2H, d, J = 9Hz) , 
7. 2-7. 4 (2H, m) , 
7.47(1H, dd,J=lHz,8Hz), 
7. 67 (1H, dd, J=lHz, 8Hz), 
7. 69 (2H, d, J = 9Hz) , 

7. 79 ( 1 H, t, J = 6Hz) . 
IR vmax (KBr) cm" 1 ; 

3381, 3377, 2974, 1701, 1 697, 1 662, 1605, 

1574, 1541, 1500, 1460, 1439, 1385, 1288, 

1246, 118 8, 1155, 1053, 1022, 966, 910, 

850, 796, 766, 737, 654, 636, 592. 



(7-2) 

2- [4- 12- (2-^DP7i-;i/) - 5 ->f V7P bT;i/- 4 
U/H 7iz3-))/-7 ^ 7i-M»'>-2-/^l/7D^>li 

1 H — N M R (CDClj, 4 0 0MHz) 
8; 

1. 3 5 (6H, d, J = 7Hz) , 
1 . 5 6 ( 6 H, s ) , 
3 . 2 5 ( 1 H, m) , 
3. 6 7 (2H, s) , 

6. 88 (2H, d, J = 9Hz) , 

7. 3 5-7. 4 0 ( 2H, m) , 
7.4 3 (2H, d, J = 9Hz) , 
7 . 5 3 ( 1 H, m) , 
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7. 9 3 ( 1 H, m) , 
9. 3 9 ( 1 H, s) . 



PCT/JF01/06836 



(7-3) 

2 - [4 - [4- C2- ( 2 -?PP7x-;i/) -5->fV.7 , n^-4-^ 

1 H — NMR (-CDC 1,, 4 0 0MHz) 
5; 

1 . 3 0 (d, 6 H, J = 7 H z) 

1. 6 6 (s, 6H) 

2. 0 4 (m, 2 H) 

2. 62 (t, 2H, J = 7Hz) 

2. 9 1 (t, 2H, J = 7Hz) 

3.10 (m, 1 H) 

6. 91 (d, 2H, J = 9Hz) 

7 . 3 - 7 . 5 (m, 3 H) 

7 . 8 7 ( d , 2 H , J = 9 H z ) 

7.9 1 (m, 1 H) 

(7-4) 

2- f 4 - [3- 12- (2/ 4-^^PP7i-;H - 5--fV7D^- 

4 -a-^-frV u;b] 7P^t-;b] 7i-;i/^^->] - 2-^^;v7p^>8 

3^§mp 1 0 0 - 1 0 5°C 

1 H — NMR (CDC 1,, 4 0 0MHz) 

1. 30 (d, 6H, J = 7Hz) , 
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1 . 6 5 (s, 6 H) , . 

2 . 95 (t, 2H, J = 7Hz) , 

3. 20 (qq, 1H, J = 7Hz, J=7Hz) , 

3.2 8 (t, 2H, J = 7Hz) , 

6.8 8 (d, 2H, J=8Hz) , 

7. 29 (dd, 1H, J = 2. 9Hz) , 
7. 4 9 (d, 1 H, J = 2Hz) , 
7. 8 5 (d, 1 H, J = 9 Hz) 
7. 85 (d, 2H, J = 8Hz) 

(7-5) 

2 - T4- F3 - T2 - (2. 4-^^PP7xzjp) - 5 —4 V TP tf;U- 

■H-NMR (CDClj, 4 0 0MHz) 

1. 0 0 (t, 3H, J = 7Hz) , 

1. 3 0 (d, 6H, J = 7Hz) , 

1. 5 7 (s, 3 H) , 

1 . 9 0 - 2 . 1 0 (m, 2 H) , 

2. 9 5 (t , 2H, J = 7Hz) , 

3 . 15-3. 40 (m, 3 H) , 

6. 90 (d, 2 H, J = 8Hz) , 

7. 30 (dd, 1H, J = 2. 9 Hz) , 
7. 49 (d, 1 H, J = 2Hz) , 

7. 88 (d, 1 H, J = 9Hz) , 

7.9 0 (d, 2H, J = 8Hz) 
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(7-6) 

2- C4- f 3 - [2- (2, 3-^^PP7i-^) -5- V/P tr;t/~ 
4 -aT^r-fr^ U;P] fcT:fr-;t/] 7xr;i/^»'>1 - 2 - * f^7P 

• 1 H-NMR (CDC 1 3) 4 0 0MHz) 
b; 

1. 31 (d, 6H, J = 7Hz) , 
1 . 6 9 ( s , 6 H) , 

2. 93 (t, 2H, J = 7 H z ) , 

3. 2-3. 3 (m, 3H) , 

6. 8 9 (d, 2H, J = 9 Hz) , 

7. 49 (d, 1H, J = 8Hz) , 

7. 78 (dd, 1H, J = 2 and 8Hz), 
7 . 8 1 (d, 2 H, J = 9.H z ) , 

8. 03 (d, 1H, J = 2Hz) . 

(7-7) 

2- [4- [3- [2- (2-^>';77-;i/) - 5 V/P 4 
Z-y-Wjul 7p^=jv] 7ixMjp^] zuLzL2L±2k2L2X2L>M 

mp 1 3 5- 1 3 9'C 
'H-NMR (CDC1 S) 4 0 0MHz) 
6 ; 

1. 33 (d, 6 H, J = 7 H z) 

1. 69(s,6H) 

2. 96 (t, 2H, J = 7Hz) 

3 . 2 4 (m, 1 H) 
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3. 32 (t, 2H, J=7Hz) 

6. 9 1 (d, 2 H, J = 9H z) 

7. 2-7. 3 (m, 2H) 
7. 3 6 (m, 1 H) 
7. 55 (d, 1H, J = 8Hz) 
7. 6 2 (d, 1 H, J = 8H z) 
7 . 86 (d, 2 H, J = 9Hz) 

IR vmax (KBr) cm" 1 ; 
2968, 1713, 1680, 1633, 1599, 1572, 
1470, 1412, 1360, 1302, 1257, 1215, 
1111, 1032, 964, 849, 816, 744. 

(7-8) 

2- [4- T3- f2- ( 4 - ¥7 3i-'J )l) - 5 -4 V7P 4 

1 H — N MR (CDClj, 4 0 0MHz) 
& ; 

1.3 2 (d, 6H, J = 7Hz) 

1 . 6 9 ( s , 6 H) 

2. 95 (t, 2H, J = 7Hz) 
3 . 1 - 3 . 3 (m, 3 H) 
6.8 9 (d, 2H, J = 9Hz) 
7. 3-7. 7 (m, 7H) 

7. 77 (d, 2H, J = 9Hz) 

8. 0 2 (d, 2 H, J = 8Hz) 



1 5 0 4, 
114 9, 
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(7-9) 

2- C4- [ 3 - [2- ( 1 - b FP=fr->- 2 -i-7*)l>) - V/D b 





'H' 


-NMR (CDC I,, 4 0 0MHz) 


6 


1 


1 . 


3 0 (d, 6H, J = 7Hz) , 


1 . 


6 6 (s, 6 H) , 


o 


Q R f t 2 H J = 7 H z ) 


3 . 


2 2 (qq, 1 H, J = 7H z, 7Hz) 


3 . 


36 (t, 2 H , J=7Hz) , 


6 . 


9 2 (d, 2 H, J = 8 H z) , 


7 . 


37 (d, 1H, J = 9Hz) 


7 . 


4-7.6 (m, 2 H) , 


7 . 


7 7 (d d, 1 H, J = 2 , 9 H z) , 


7 . 


8 1 (d, 1 H, J = 9Hz) 


7 . 


9 4 (d, 2H, J = 8Hz) 


8 . 


39 (dd, 1H, J = 2, 9Hz) 



(7-10) 

2 - [4 - f 3 - [2- (2, 4-'^PP7iz;M - 5 - -Y V TX\ 
1 H — N M R (CDCI,, 4 0 0MHz) 
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1. 3 3 (d, 6H, J = 7Hz) , 

1 . 5 7 (s, 6 H) , 

3 . 1 0 (m, 1 H) , 

3.4 8 (dd, 2H, J= 1, 6Hz) , 

6. 2 5 (m, 1 H) , 

6. 42 (dd, 1H, J= 1 , 16Hz) , 

6. 86 (d, 2H, J = 8Hz) , 

7 . 2 5- 7. 3 5 (m, 2 H) 
7. 50 (d, 1 H, J = 2Hz) 
7. 9 2 (d, 2 H, J = 8 H z ) 

(7-11) 

2 - [4 - [ 3 - [2 - (3-bh'o^>-2-f7^) -5-^V7*Ptf 
1 H — NMR (CDClj, 4 0 0MHz) 



6 


> 










1 . 


3 7 


(d, 


6 H, 


J = 


7Hz), 


1 . 


6 6 


(s, 


6 H) 


> 




2. 


9 7 


(t, 


2 H, 


J = 


7Hz) , 


3. 


2 5 


(m, 


1 H) 






3. 


3 5 


(t , 


2 H, 


J = 


7Hz), 


6 . 


9 2 


(d, 


2 H, 


J = 


9Hz) , 


7 . 


3 0 


(m, 


1 H) 


y 




7. 


3 5 


(s, 


1 H) 


> 




7. 


4 3 


(m, 


1 H) 






7 . 


6 8 


(d, 


1 H, 


J = 


7Hz) , 
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7 . 81 (d, 1H, J = 7 H z ) 

7. 9 3 (d, 2 H, J = 9Hz) , 

8. 3 0 (s, 1 H) . 



PCT/JPO 1/06836 



(7-12) 

2 - F4 - [3 - r 2 - (4-^PP-2-bFP^^7ir;i/) 

7P^i/-4-t^r»^'j;i/] rnt^t-M 7ainji/^-^r^] -2-;<?-;i/:r 

'H-NMR ( C D C 1 j , 4 0 0 MH z ) 
8; 

1 . 3 1 ( d , 6H, J = 7 H z ) , 

1 . 6 7 ( s, 6 H) , 

2.94(t,2H,J = 7Hz), 

3.20 (m, 1 H) , 

3. 31 (t, 2 H, J = 7 H z ) , 

6. 90 (dd, 1H, J = 2 and 9Hz), 

6. 93 (d, 2H, J = 9Hz) , 
7.03(d, 1H, J = 2Hz), 

7. 6 8 (d, 1 H, J = 9Hz) , 
7. 91 (d, 2H, J = 9Hz) . 

(7-13) 

2- r 4 - [3- r2-(4-7'Pf-2-^PP7i-^) -S-^fVT'P 

^;i/-4-^-^-9-vru;i/1 7Pet-;i/] ? jl- -2-^f;i/7-pt^ 
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1 H — NMR (CDClj, 4 0 0MHz) 



6 


* 








1 . 


3 0 


(d, 


6 H, 


J=7Hz) 


1 . 


6 5 


(s, 


6 H) 




2 . 


9 5 


(t, 


2 H, 


J = 7 H z ) 


3 . 


2 0 


(m, 


1H) 




3 . 


2 6 


(t, 


2 H, 


J = 7 H z) 


6 . 


8 7 


<d, 


2 H, 


J = 9 H z) 


7 . 


4 3 


(dd, 1H, J = 2, 8Hz) 


7 . 


6 5 


(d, 


1 H, 


J = 2 H z) 


7 . 


7 6 


(d, 


1 H, 


J = 8 H z) 


7 . 


8 3 


(d, 


2 H, 


J = 9 H z) 



(7-14) 

2- f 4 - r 3 - T2- (3-»PP-4-tf7iriJ;i/) -5->fV7D^ 
1 H — NMR (CDC1„ 4 0 0MHz) 

& ; 

1.3 2 (d, 6H, J = 7Hz) 
1 . 6 5 ( s , 6 H) 

2. 97 (t, 2 H, J = 7Hz) 

3 . 2 2 (m, 1 H) 

3. 27 (t, 2H, J = 7Hz) 

6.8 8 (d, 2H, J = 9Hz) 

7 . 3 - 7 . 5 (m, 3 H) 

7. 53 (dd, 1 H, 3 = 2, 8Hz) 
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7. 5-7. 6 (m, 2H) 
7. 71 (d, 1 H, J = 2Hz) 
7 . 8 2 ( d , 1 H , J = 9 H z ) 
7. 9 5 (d, 2 H, J = 8H z) 

UMm 8 
(8-1) 

2 - [4- T3- r 2 - [ (4- h VjzJk*LBA±2kl 2-£=Jk2 -4 -j*nv 

mp 1 5 8 - 1 6 0°C 
'H-NMR (CDC 1 3 , 4 0 0MHz.) 
6; 

1 . 6 8 ( s , 6 H) , 

2 . 4 5 ( s , 3 H) , 

3 . 2 - 3 . 3 5 (m, 4 H) 

6 . 9 3 ( d , 2 H , J = 9 H z ) , 

7 . 6 3 (d, 2 H, J = 9 H z) , 
7. 9 1 (d, 2H, J = 9Hz) , 
7. 96 (d, 2H, J = 9Hz) . 

(8-2) 

mmm 1 mmoxm t mm^m-^^r<o^m^mc 0 

2-13- [3- f 2 - (2. 4-^^PD7x-;i/) -5-fV7D^-4 

g^imp 1 1 5 - 1 2 0°C 
'H-NMR (CDC 1 3 , 4 0 0MHz) 

6 ; 

1. 31 (d, 6 H, J = 7Hz) , 
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1 . 6 2 (S, 6H) , 

2. 9 2 (t , 2H, J = 7Hz) , 

3. 16 (qq, 1H, J = 7Hz, J = 7Hz) , 
3. 2 4 (t, 2H, J = 7Hz) , 

7. 16 (dd, 1 H, J = 2, 9Hz) , 
7.3 4 (dd, 1H, J = 2, 9Hz) , 
7. 3 5 (t, 1H, J = 9Hz) , 
7. 5 1 (d, 1H, J=2Hz) , 
7. 6-7. 7 (m, 2H) , 
7. 88 {d, 1H, J = 9.Hz) 

(8-3) 

2 - f 4 - r 3 - T2 - (2, 4-^^PP 7 *—)l>) t?;i/- 4 

( 1 ) 3- f 2 - (2, 4-^^PP7xr;i/) -5-fV7P^I/-4-t^ 
g^/jjjt/] -1- (4-b|?P^'>7izjv) 7PM>-l-^> 

*^lfeTHF ( 1 5mL) 1:60 %7kmibJ- h'J«7A (120mg, 3. 0 
0 mmo 1 ) %MZ.fco J^V^T 2 - [ ( 4 -s<>V)\s***/) ^>\/-f &Wt 
(9 0 Omg, 3. 0 2 mmo 1) ©THF (1 5mL) &m&3 0&m 

2 - ( 2 , 4-^^pp 7 ^-^-^y— ;b (l. 20 3. 00m 

mol) ^jp^feo ^§H^TCT2 0 BtiaAO&igSft Lfc&> £i&£HbTH 
F*MJES5febfeo &«fcSm (7. 5mL) -«ifi$ (2. OmL) £20*5 

o mmm*ft&&. ^(D^m^mi-h u^a**^ *> oat* 
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&mfc'&®zmn&&i&& (6 5 omg) tLxmc* mm 5 3%) 

1 H — NMR (CDC1 3J 4 0 0MHz) 



6 


• 
• 






1 . 


3 2 


(d, 6 H, J = 


7Hz) , 


2 . 


9 6 


(t , 2 H, J = 


7 H z ) , 


3 . 


2 2 


(qq, 1H, J 


= 7 H z , 7 H z ) , 


3 . 


2 5 


( t , 2 H , J = 


7Hz), 


6 . 


7 7 


(d , 2 H, J = 


8 H z ) , 


7 . 


2 9 


(d d, 1 H, J 


= 2 , 8 H z) , 


7 . 


4 9 


(d , 1 H, J = 


8 H z) , 


7 . 


6 0 


(brs, 1H) 




7 . 


7 6 


(d, 2H, J = 


8Hz), 


7 . 


8 4 


(d, 1 H, J = 


8 H z) , 



(2) 3- [ 2 - (2, 4-->'^PP7 -5-^77*0 ^i/-4-^ 

>- 1 

±IS©7 ( 1 . OOg, 2. 4 7mmol) N 4-i^^f;i/7 

(30mg,0. 2 5mmol)> h 0 ^^Jl>T 5 > ( 0 . 7mL 
, 4. 9 4mmo 1) *dryy^^rif> (5. OmL) tz®m$i£tc'&. frft 
TIctM^^^^^*^^'/^!' (3 6 7mg, 2. 9 7mmol) SAD* 

KiT)l«^-rSiii:T-±iB©*i®jb^*^fe»^ ( 1 . 15g) nvxmtc 

0 (JR¥9 5%) 

1 H — NMR (CDCls, 4 0 0MHz)' 



75 



WO 02/14291 PCT/JPO 1/06836 

6 : 

1 . 31 (d, 6 H, J = 7 H z) , 

2. 9 8 (t, 2H, J = 7Hz) , 

3. 20 (qq, 1H, J = 7Hz, 7Hz) , 
3 . 3 6 (s, 3 H) , 

3. 3 9 (t, 2H, J = 7Hz) , 

3. 4 6 (s, 3H) , 

7. 15 (d, 2H, J = 8Hz) , 

7. 30 (dd, 1 H, J= 2 , 9Hz) , 

7. 49 (d, 1H, J = 2 H z ) , 

7. 89 (d, 1H, J = 9Hz) , 

8. 04 (d, 2H, J = 8 H z ) , 

( 3 ) 3- [2- (2, 4--^^DD7iz;i/) - 5 -4 V7D tf;b- 4 
*-9-W)Vl -1- C (4-y^f;^;w^^j^^77-ji/) y ^-jvl y 
p;i>-l-a-> 
±B©*-;*-:toJWt^-f ( 1 . 10g, 2 . 2 4 mmo 1) 

( 1 5mL) izmm^^tzm, ^2 5 0 "CtlT 8 KFKin^JfiMbfeo 

(3 5 0mg) kUffe, (JR^31%) 
1 H — NMR ( C D C 1 3 , 4 0 0MHz) 

6 : 

1. 3 1 (d, 6H, J = 7Hz) 

2. 9 8 (t , 2H, J = 7Hz) , 

3. 0-3. 2 (b r, 6H) , 

3. 19 (qq, 1 H, J = 7 H z , 7Hz), 

3. 3 9 (t , 2H, J = 7Hz) , 

7. 30 (dd, 1H, J = 2 , 9Hz) , 
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7. 4 9 (d, 1 H, J = 2Hz) , 
7. 5 8 (d, 2H, J = 8Hz) , 
7 . 8 8 (d, 1 H, J = 9 H z ) , 
7. 98 (d, 2 H , J = 8 H z ) , 

(4) 3- 12- (2, 4-^DP7i-;H -5--fV7 , P^I/-4-^^ 

±f3©#;w^-f (335mg, 0. 68 mm ol) 4dry^^; — )V 
(8mL) C^^tfe^ 0. 5N MeONa (2. OmL) &ijn;t20ll# 

&fcffi#©«M4bl£r^£$tftGfe0<* (2 7 7mg) tbtffe. («§JR^9 7 
%) 

1 H — NM R (CDClj, 4 0 0MHz) 
6 : 

1. 3 0 (d, 6H, J = 7Hz) , 

2. 96 (t, 2H, J = 7Hz) , 

3. 16 (qq, 1 H , J = 7Hz, 7Hz), 
3. 24 (t, 2H, J = 7Hz) , 

3 . 6 0 ( s , 1 H ) , 

7 . 2 - 7 . 3 (m, 3 H) , 

7. 4 9 (d, 1 H, J = 2Hz) , 

7.8 4 (d, 2 H, J = 8 Hz) , 

7. 87 ( d , 1H, J = 9 H z ) , 



(5) 2 - f 4 - F3 - r 2 - (2, 4-y»PP7x_ < ll/) - 5--fV7'PK 
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±15 (4) -?mt>tltz3- [2- (2, 7 -5-^V7 

D^;l/-4-*^r^V'J;i/] -1- (4-^M7h7i-^) n^>- l - 
*>ftffl^s (2) N (3) fcrattfc#*fc«fcD»B<b#*>fc»fc. 



'H-NMR ( C D C 1 3 , 400 MHz) 
6 ; 

1 . 30 ( d , 6 H, J = 7Hz) , 
1 . 5 2 ( s , 6 H) , 

2. 97 (t, 2H, J = 7Hz) , 

3. 19 (qq, 1H, J = 7H z, 7Hz), 
3. 37 (t, 2H, J = 7 H z ) , 

7. 29 (dd, 1H, J = 2 , 8Hz) , 
7. 48 (d, 1H, J = 2 H z ) , 
7. 55 (d, 2H, J = 9Hz) 
7. 86 ( d , 1H, J = 8Hz) , 
7. 90 (d, 2 H, J = 9Hz) 



(8-4) 

2 - [4 - [3- [2 - T ( 4 - h U 7)ls*a*3-)l<) 7 - 4-^fV7 

p|^;i/-5-f7y'JM gpj^=JkJ Z-^2k^jLid - 2 f^kZB * 

'H-NMR (CDC 1 3 , 4 0 0 MHz) 
6 ; 

1 . 33 (d, 6H, J = 7Hz) , 
1 . 6 8 ( s , 6 H) , 

3. 15 (qq, 1H, J = 7Hz, J = 7Hz), 
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3.2-3. 3 (m, 4 H) , 
6.9 4 (d, 2H, J = 9Hz) , 
7. 64 (d, 2H, J = 8Hz) , 
7. 92 (d, 2H, J = 9Hz) , 
7. 99 (d 3 2 H , J = 8 H z ) , 



PCT/JPW 1/0683(5 



mmmd 
mmmm 

L Mfrfe 

(DPPARo, 6fiH!fe^ft©SSS 

K*fli*«l CUffiftl l~6;Kimfcl<Z>PPARo'T=f-;* h®L-16504 
1 (Berger, J . ft; (1999) J. Biol. Chem. , 2 74: 
67 1 8— 6 7 2 5) } CPPARfl, y Stfd Stt-flstBftJBlT© «k 3 t»Jt U 

.1 ) *m 

h uif^iiiMfiMB (cv - imm) a, -&it*^i>mm^m% 

H (DM SO) IHDMSOIgO. 1 %T-§Ci&lc:fflUfco 

2) -r^^KY 

~ h* (GAL4— hPPARa LBD, GAL4-hPP 
A R r LBD, GAL4 - hPPARtf LBD) , l/*-^-7775 H ( 
UASx4 - TK-LUC) , 0-j3^>7 Y *s ^*--fe*fg^7*7 * K Y (/3GAL 
) KKliewer, S. A. -ffe, ( (1992) Nature, 358 : 77 

1-774) tmmvbozmmLtzo 

3) h7>77i^i/3> 

CV - l*fflflg£ l^i^fe5 2xi 0 5 <@©if8IIS?IgT-, 2 4 £ a.;Hg#:7 
U-Mzfl&g, 2 4^f|, 4%BSI->i/j(iii (FCS) »OPTI-MEM 
I Reduced Ser urn Medium (Life Technolo 
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gies) 500// 1/we 1 lf«Hbfe. -e<9&, MMmmocD 0 P T I - 
MEM-eM»>, DNA^tM C 1 (2 5 0^18 t) 

, WT©EJ&#£-a*f ; 0 . 03//gfiDGAL4-hPPAR5 LBD 

, 0. 2 5 u gOU A S x 4 - T K -LU C, 0. 3 5 // g©/?G A 2 // 1 
0^7x^3 >S£JSDMR I E — C (Life Technologies 
) , C^e^OPTI-MEMC^iU, 0 #IS#8 bfcfc &S&a 

bT, 3 7'CT* 5B#^J^^Ufeo 

4) tM*fc£fe*J!n<C £*flBiJM3 

-Sidiwl 00%DMSOf3?gfi?bfc*)©) £^*r4 %F CS-OPTI-ME 
M 5 0 0 ul 1 C«ffcC2flE«lbT* 6t 4 0 B$H8, 3 7 °CT*ig« bfeo 

5) u^-^-ae^iesKu^Koais 

PB ST20$fcofc^, ««fllff^ 1 tUfr^, 1 * ^ ;i/ MS »? , 
;i^> 7 x ? -H??gtt«^fflir*^i«««[ ( 2 5 mM Tri s — P 0 4 ( p H 
7. 8), 1 5 % v / v Glyserol, 2%CHAPS, lX'Lecit 
hin, 1%BSA, 4 mM EGTA (pH 8. 0), 8mM MgCl, 
, ImM DTT) 1 0 0 // 1 *»lnibT , ^fif 1 OWIl/fe. t> 
©2 0>a 1 £ 9 6 V ^frm&mT'l'- hfc#IfcbT, ;i^> 7 ^7 -if^ff jgifc 1 
0 0// 1 ( K «y ; -y#>is->ftM) fc^sSOb, MLR-100IV 

— fcffStlfe) £#£>fco ;i^i>7x7--fe*«fe^©^sni:RIB#izsn^-rfev^fe/?GA 

JRb, ONPG ( 2 - - h P 7izjb-/?-D-^7 * Ft 7 y y F ) $gi$l 0 

o // 1 br , ^^t- bftffij h bfco soffit* ( i Mmm* 

hu^^^^) 5 0//i^iD^., 4 i 4 nm(Di&ytmitm%.vtzo mmtvxm 

^fcDMSO (0. 1 <Dfr-emmLtzffl®.<D)V>>7 x7- tftSttffi (U 

> hD-;Hi) *0%lZ, ttmm (PPARa: 10" 4 M WY-165041 
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, PPARr : 1 0 -5 M Rosiglitazone> PPARd 1 0 M 
L— 16504 1) TffflSUfe«BIS0;^7x^— eStSfeffl* 0 0 %t LT 
, ffiWfltjftPPARfStt'^bfifeftJIiiibfc. 



1*2 5] 





PPARa 


P P A R 7 


PP AR<5 


H»J 1 


9 ± 1 


27 + 3 


80+10 


n mm 2 


75 + 4 


51 + 3 


93 + 4 




1 0 


16 


19 




3 5 


2 6 


2 3 




52 + 7 


36 + 3 


114 + 1 


kmm e 1 


98+6 


93+1 


109+10 


L- 1 6 5 0 4 1 


2 ± 1 


1 ± 0 


32+15 



PPARa, <5?Stt'fb«60«i«ttK«i'fb'&«B»ft* i l O^MCffl 

312 5 £>£>BJ§ 6 H«5«lflj-&«J«±L- 1 6 5 0 4 1 fcjt^ W»X 

i± * n w± ©Si+j P P A R <S Sttfc 16 * T 3 £ £ # W e> fc^ ^ fc o 

1 o 

H«B0g7SBtt<z>*b£%&fc:l8U H«l«9 fciHH&lfiil^TfPPARtS^bll 
£i&i]j£Lfco 2 6 fc 55* To 
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[*2 6) 





PPARa 


P PARy 


P P AR<5 


MMM 7-4 


1 


2 


8 6+10 


%.mm 7-5 


1 


2 


5 8+14 


7-6 


8 


1 9 


9 6+13 


^Mffl 7-7 


1 


9 


6 5 + 2 


USte^iJ 7-8 


1 


2 6 


5 8 


Hfifc#iJ 7 — 9 






O VJ 1 u 


Igljtetfil 7—10 


3 


1 

J. 


7 n 


7-11 

/\ JJ Kit 1/ J >l J- * 


2 9 + 3 


1 8 + 4 


fi 5+1 


7-12 


8 ± 1 


4 


79 + 2 


flififcl 7-13 


1 


3 


8 1 


HJtetfy 7-14 


2 


1 8 


5 3 


L- 1 6 5 0 4 1 


2 ± 1 


1 ± 0 . 0 3 


32 + 15 



3L2 6*>f>BJ£>*>fc id (3, *ftliS4b-£«j <ftlM!l7-4, HJte0»J7-6, H 
ftft 7-1 If) I4L- 1 6 5 0 4 1 £J£-<> te*tiM±<Dmtite P P A 

, 5MS«7-12f) iz-o^Xli, PP ARaJ&Vrfti&fomiztt,^ PPAR 
Sffiffl 1 1 
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1*2 7] 





PPARff 


PPARy 


PP AR<5 


mmm 8 - i 


12 9 


5 


8 9 


mmm 8-2 


12 6 


6 2 


5 3 


mmm 8-3 


12 0 


3 1 


9 7 


mmm 8-4 


1 6 6 


8 6 


13 2 



P P A'RJStt-fbtfe : ttJRX* 1 0 0 %£ L tz tisOMMih^iW 1 0 -'Mf® 

P P A R a : W Y - 1 4 6 4 3 ( 1 0 ~ 4 M ) 
PPARy :Rosigl itazone (10 _5 M) 
PPARcS : L-l 6 5 0 4 1 ( 1 0' 4 M) 

*2 7 a>e>HJ£>fr& ^BBJ-fb^r^ (^JS0!I8 - 1 ~Hi6^l8 -4) 

L - 1 6 5 0 4 1 fcjt^. SfX{±*nw±0^4PP ARd?S£>fb«6£;*r*- 
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I * © I 1 

1 . ( I) . 



PCT/JPOJ/06836 




CO2R 8 



(I) 



(5$*. R'atfR'tt^n^na&L-t**®^ mmi& 1 ~ 8 <dt)\,*ji^ 

;i/*> ^^l&2~ 8 ©T;i/^r^;ba£, 3 ~ 7 jigg®^ d T;b^r;i/3S S 3~7g 
S (O) „ (pl±0-2Ol&^it. ) s C (=0) N C ( = N-OR 6 

) (R 6 i±7kmm?xi±mmm.i -~ 8(DTji*ji>&zm?o ) . c ( = o nh 

, NHC ( = 0) s S0 2 NH^ NHS0 2 , CH (OR 7 ) ( R 7 &7kmm*Xl* 

mmt&i~8<D7)i*)i,&%m-?c ) . ch = ch. xfctc = c£jEu yizm 

m. l ~8 07;u=3r;i/«^^L. ^ UTR 8 tt7kifS^X{±j^Mi^ i~8©7;^ 

fib. X^i&i^Oi:^ X 2 fc*0, S (0) p T-&<. £tzX l &C ( = 0 
) NH(Dtl, X 2 f±^#T-fe^o ) 

2 . #tf>-jass$, (II). 
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R'SA 





Z 1 — C — CQ2H 



(II) 



py>I?T'l^?nfcm 1 ~ 8 07;^^, 2 ~ 8 CDT;b-5r 

!S4*ft2-8©7Jl/dP=.;i/^ 3 ~ 7 D7;^JP*. 3-7 

si0v^D7;^jbifin$tifeM 1 - 8©7^^j^ x «± a ift ash 

itad^>m, - h d»x 7^S, jK'SRft 1 - 8 07^* 

1 ~-3®(D»py>m*T'wm$titcmmwi 1 - 8©^;i/^;i/*> 1 ~ 8 

CDT^D^r^S, l - 3<®<D;\n y>IR^"eat!6**ifelK3R« 1 - 8©T;i/=i^r 
7'JM, 'J;^ ^> , ;77-;HSb<!i'<>yfi-;bS4Ii 

v X^St^X^tt^tl^miirb-Cig^r^s S (O) , (qttO-2©MIS^i 

to ) s c ( = 0) , c ( = n-or is ) (R ,6 t±7kmm*yuz)%m®. 1 ~ 8© 
T;u*;u*£St-f « ) , c ( = 0) NHs nhc ( = 0) . so 2 nh, nhs 
o 2J ch (or") (R i u±ykmi£*x.te$imm 1 ^8©y^*;i/aift*'f. 

) % CH = CHs XI4C = CfeiU Y'ttatt'Si: UT^I^IS 1 -~ 8 ©7*;u* 

;vs^u<i±^^^i ~ 8<&7)\,zi*ism*m\sX\<>x<b&^mmm i~8©t 

Z'ttlj^JH^XttflMtjlS^&S'u *UtR"»lFR ,4 tt 

iiU X n ^fOJ:l, X 12 £CK S (0) q t&<x ^cX^tfC ( 
= 0) NH©k*x X ,-2 li^T*K ) 

T % £ ft £ * * It y - & * (Dik o 

3 . X ,1 ^^T-^5If*©lgH^2JllB«©^^1tV'-;i/MS^Xi4 j e.©^ 
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o 

4. X ,2 tf*££#s C ( = 0) % C ( = N-0H) % C ( = 0) NHC ( 

= 0) , ch (oh) x&cu = cET'&zm&<Dmmm 2 3 mum® 

5. R n &m&&t ITAD^>I^ *R£x -hDi, 7^«s 

& 1 - So^HJ^atx 7x^;w^ x ^>^;i/* N 71;;^ + ^ 
-Mv b:»;^;i/*s *-x.=.;i,* N 7>J;i/&. >j;u*. 

* it y - ; u m m <* x & © o 

6 . R^'&mmm. 1 ~ 8 <D7ji,*)vgjz& 1 ~ 3ra©/NDy>jp^-eHife<*nfc 
^msfe 1 ~8 cor )is*j],&T-$> &m&(D$amm 2 m~m 5m&m(D**rW-ji 

8. #<D-fl8!:Et (III) s 



R 23 




(a*,*, R ii JStVR* 2 &*ti?ti&£Lxmmm. i-s©^^^;^ i~3ffl 

c^d ^>ii^ -t-g&£ftfcjg*m&i ~ 8©t;i/^;u«> ^^IS 2- 8 <D7)V>r 

m%$L2~%(D7)V*-)V^ 3-7 mm.<D*/*B7)\s*)\,^ 3~7 
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i ~ 3 m(dj\u y ism^x-u&i* titzmmm i ~ 8 ©r^*;^. mmm. i ~~ 8 

^>*. 7ix;H N ^>s;;i/*. 7i^W + >>i, ^>^>fMf Klit'J 

)\>*)\sUfr<DUmWL l -4)-, 7x^;i/g, K'jj;^ 

s X 2l RUX 22 lZ*ti?ft&£.VT&&^, S (0) r (rliO-2©iMit 

0 ) s c ( = 0) s c ( = n-or 26 ) (R i, tt**iB^xtt£*#i~8©7' 

)l*)V&Zmto ) . C (=0) N'H, NHC ( = 0) , S0 2 NHs NHSO z 

, ch (or 2 ') {-R ll \±7kmm*5iizm.mm i ~-8©T;i^m**-r. ) x 
ch = ch> xi±c = csiu y'ttatftati: ut^sna i - 8©7j^;n 

(IU X 21 #*£i§r^©i:£. X 22 &0, S (O) r T-&<> £fcX 21 #C ( = 
O) NHOkS> X 22 T-&l^o ) 

T*a £ ft £ T V — fl>BM&fl:Xtt * (Di& 0 
9 . X 2 ' ^^^^T-feSlf^ofEffl^ 8JMfS«fe©^T^-;i/m^^Xtt*^^c 
10. X 22 ##g-&^> C (=0) s C ( = N-OH) s C ( = 0) NHs NHC 
(=0) , CH (OH) ^{iCH = CHT'$>-5II^OfBS^8X{±9JiHBS80^ 
T V - ;V !§§ ^ & X -£ <£> & o 

1 1 . R 21 #Mgl^i: Lt^D^>J^^ -^1^ 7^ j^^S$ 
1-8 <DT)V*)\,m. 1 - 3^©^D^ >Jg?^-eg&£ftfcj^|}l$< 1 ~ 8<DTJl 

^ii l ~ 8cD^;njdr>>Ss 7 irjH, 7i-;^^^>is 
xn;u^ N ^7^71^ K'js?;vi, ^oi-;L,g N 7ij;Hv =W U7P*. 
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12. R 2, ^^»l~8©7;^;i/SXIil~3iCDADy> ?T-s&£ft 
1 3. R 2, ©S^(4g*^^V-;i'^CD2ttT-$)^fS*CDl5ffl^8]S~^ 1 2Jg 
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